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[ABSTRACT]

fam ily of enzym es and it shows a high degree of selectivity for epoxides of fatty acids

epoxyeicosatrienoic acids ( EET) are particularly good substrates

thelium -derived hypermolarizing factors ( EDHF).

EET also have variable biological effects such as antr mflanm atory fibrinolysis stmulating angiogenesis etc

Soluble Epoxide H ydrolasg

Soluble Epoxide H ydrolase Inhibitors

The soluble epoxide hydrolase ( sFH) in mammalian systems is ameanber of the a /B-hydrolase fold

The epoxides of arachidonic acid or

These EET appear to bem ajor can ponents of the endo-

As such EET cause vasodilation and reduce blood pressure  The

W hereas

mhbitors of the regulatory enzym e—soluble epoxide hydrolase mhibitors ( sEH i), can mncrease the level of EET and m m ic

those effects

tension, atherosclerosis and nflanmatory diseases

ATk =B ( epoxyeicosatrienoic acids EET) & —
RITHER & ZHA, BA RIS MR A VTS R E A
B, EARNRIEZ . REAY RIIE BRI R
R R M A REZ MY FEMEM. R, EETAE
A0 A PN 3 B, TV TR B A K SRS (soluble epoxide
hydrolase sEH )£ 5038 5 e Sy A= W0 G PR AR ) R AT A2
( dthydroxyeicosatetraenoic acids DHET). A i, i@ i o] ¥ #4%
A K R BE AN 1) 77 ( soluble epoxide hydrolase inhibitoy
sEH )A€ A N EET 3 B2 TR 9 — R 7 v i s ORE J 3
b Lo 0L TR BT B AR
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Thereforge sEH nhibitors are being extensively studied as a therapeutic potential for the tream ent of hyper
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EET = 22 /5 28 il Py A8 4 DU M5 B8 72 40 i L 3 P450 (L 4%
CYP2C8. CYP2CORM CYP2R2) M H AL B e AL /E T 7 4, &
% 5 6-EET. 8 9-EET. 11, 12-EET. 14 15-EET % VU F [F 4> 7
R . EET B3 B 2h A8 2 DL 40 30 R0 55 40 Wk 1 2805 9 1k
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( endothelim -derived hypepolarizing factoy EDHF) ) & % ji§,
75, BEMRPORE T NO A3 1 & & 5K D Be 52 i, I
EETYEThRE BRI EDHF Y, R R A . W
1 i: S OF O N 7\ 1 =R S Sl I O e e 22 2 A | R
o TEONE, EETHUE ATPHUR K’ @18 (KATP), & L-
Tl A0 B, A0 A 53 A L 5 e 0 S Th BB I A U o DRItk 384 R
Ji/b EET 820 28 R B RS IR N X AW is e i —
AR IR IR — B L IETh AR . THK, EET B
T RN 77 1k TR S AE S5 N2 T 511 2 R 3 48 T %6 B Tl A B 4
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AR T GE I EET R 88 , Jim 2% 7Tl 1 40 1 1 4 3 1B
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A, EETHUSER B A KN T 24k, @i #iE MAPK A Akt
SO, (R AR G DL EA, Sl A I, (2t
JiK=205 A
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PIM EH:  sEH FORCR AR 3 AL D 7K B8 (m icrosan al epoxide
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HA SR mEH BA B IREETS W A
ZATIE, SEH T 0 5T 300 B IR AR SRR Ak 2830 AL A
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Seubert®5 "V Bl FH FE AR BR /N B (sFH null  sFH
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EET A REFE 4L DHET, 8O 2/ R i 2% K O L2 i 5 55 A
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BT O LA SRR T H &t .

3 ALAMIAE K BRERHIE T AR

BT EETAEW¥Daef £H FIAE VLG, <EH ifg 52>
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M SZHEH AR . sFH D0 L5 5% 1R 97 T ke T 380

sEH #2040 B 7T B4y v =36 R T e A AR A
FEMZE (W0 DCU) & Bl H R E W e 4R 26 (I CDU)
B (] 5 A 1 = A B RV AR P A5 25 (W AEPUL AUDA.
AUDA-BE% ). J& M 28 B R & M8 W A= 9 7% s, T
DCU K Z R G M4 LT B4 EM. 5 — 7 H DCU M
CDU 7Ky M8 2, AV FI FH FEA&. T AEPU & AUDA %534
SR OKIEMRTE, I 4EFE T R M A WS H
AEPU % oFH il 12 N T sh P B S 3R A 1

4 AR E K RRESHHI T A O I B U AY
SR

4 1 ARMIE LMK REEHIEI S S mE

sEH pE s 0] sEH i R8> 40 L 9 EET R BE %, 2R
Yt EET A ABIR 2 IE TR AR B, A TTHY I EET (938 K 4=
PiE . g% YLD SDBEME R RO R, KR B LA
Bk R QR ULER S BN RIE 14K%, BE R/ 0 R
sEH kb2 . 14K 5 IEH #h K 3R KR -F- 29 30 ik of & 43
BFHE 161 T4 mmHg 172 25 mmH g M2 CUIR sEH b 35
{10 155 3 K e R IRE K BT 38 B I 43 0 B 2 140 £5 mm -
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Hg 151 6 mmHg [F M, iE 58 <FH if5 B & B AR 1 & 1 A .
FC PR B ik Il AL 1) T B AL HE DL R PR 5 T : 2R —, B
SR EET /DHET LG AE AT o435 1L D 8, 848 B AR 452 4
B, 7R TR E OO = I R U T PR R P R LR
COX ARMHE R, 3R AT FI R R Fla( PGFla)fliise &
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2 VUSIE S oRH i R KL 1) 36 7T B 5 189 0 EET 3 170 35 44 1f %
T VLR 8 3 5] A A IR T IE Nat KT -ATP B AN
Na" K" - 2CT #iE kWi A B/ Na™ 1 BRI, i
AR IR SRR K.
R, Davis®e 178 N 36 3 30 K ¥ AIL4H B o 43 530 n
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S SE A O, M B SFH B 5 95 b i /N BRI 1 AR K IR
(PDGF) i il A9 " H-TdR 5 A &, iEF <EH i3 33 0 1) 40 i
FMIE A DUKSE I - L0 3 58 M T R 35 50 96 fn 3t
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(HPV) Fe A8 1 e 20 i 30 ik v FE ( PHL) /s ROBE 7R 2 350 0 ik, W
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N CY PENE A B S M S e I i A AR o A Il
B E AT HLE . BFRIESE T FH B I0 EET K P
Y897 i 3h Jok o
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R IR D 530, SEIGAH /N BRI 2K A EET /DHET BV B 38 i,
W SEH 2> BE PO BT B i B PR MER 1) EET
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HA S A R A4, O I B9 (A TT RE
4 5 FAMEFE LK RS ) S B i 4 B EE
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—ZFIRT Ephx2 7 F IR0 £ 8 2h 77 50 e Z . i@
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